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DETAILED ACTION 



The Examiner acl<nowledges tine applicant's remarl<s and arguments of January 

19, 2011 made to the office action filed July 20, 2010. Claims 1-10 and 12-41 are 
pending. Claims 1 and 2 are amended, and claims 21-41 are withdrawn. Claim 10 is 
cancelled. 

For the reasons in the previous office action and below, the Applicant's 
arguments of all previous 35 U.S.C. 103(a) rejections were found not persuasive, thus 
the rejections are upheld. 

Due to the amendments, the modified 35 U.S.C. 103(a) rejections are below. 
The Applicant's arguments are also addressed below. 

Claim Objections 

Claim 2 is objected to because of the following informalities: the claim should be 
amended such that in line 4, after "optionally further", "one or more" should be added. 
Appropriate correction is required. 
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Claim Rejections - 35 USC § 103 



The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 



1) Claims 1-4, 7-9 and 11 -20 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Nishibe et ai. (US 2006/0166953 A1) in view of Saidi et ai. (US 
6,241,969 B1) and Lintz et ai. (US 2004/0247628 AI). 

Nishibe et al. teach a ciclesonlde containing sterile aqueous suspension 
sterilized by autoclaving (see abstract; addresses claims 1, 3 and 4). The suspension 
may comprise suspending agents and wetting agents such as 
hydroxypropylmethylcellulose (i.e. non-ionic excipients and suspending agent; see 
paragraphs 38 and 42; addresses claims 1 , 9, 1 1 and 13). Ciclesonide is dispersed in 
an aqueous medium including the excipients (see page 3, paragraph 42, lines 5-8) to 
give a white uniform aqueous suspension before being autoclaved at 1 1 5 degrees C for 
30 minutes, at 121 degrees C for 20 minutes or at 126 degrees C for 15 minutes (see 
page 3, paragraph 43 and 49; addresses claims 15-19). 
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Nishibe et al. does not specifically teach that the composition is suitable for 
nebulization (claim 1), nor that the composition comprises the specific non-ionic agent in 
claims 7 and 8. Nishibe et al. also does not teach specifically teach at least one non- 
ionic agent for adjusting osmolality (claims 1 and 2), nor the osmolality range in claim 
20. Nishibe et al. does not specifically teach the motivation for the specific suspending 
agent polysorbate (claim 14), nor the pH modifying agents of claim 12. 

Saidi et al. teach an aqueous composition to treat ailments and diseased of the 
respiratory tract, particularly the lungs, comprising a cortiscosteroid that can be 
delivered through a nebulizer (see abstract). The composition comprises an osmolality 
agent such as glucose such that the osmolality of the composition is from about 280- 
300 mosmol/kg (see column 7, lines 3-9; addresses claims 1 , 7, 8 and 20). The 
composition also comprises a surfactant such as sorbitan esters (Tween series; i.e. 
polysorbate; see column 8, line 57; addresses claim 14). 

Lintz et al. teach pharmaceutical kits for the preparation of liquid composition that 
are administered as aerosols through nebulization (see abstract and paragraph 18). 
Drugs to be delivered include ciclesonide (see paragraph 19) that can be administered 
with excipients such as citric and tartaric acid to adjust the pH (see paragraph 25) and 
surfactants to increase the wettability of the active compound or to improve the 
dissemination of the aerosol droplets in the lungs (see paragraph 27). Preferable 
surfactants include Tween 60 (i.e. polysorbate; see paragraph 27, last two lines). 
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To one of ordinary skill in the art at the time of the invention would have found it 
obvious and motivated to combine the method of Nishibe et al. and providing the 
composition in a nebulizer because Saidi et al. teach that compositions can be made 
with cortiscosterolds to be delivered through a nebulizer to provide treatment for 
ailments and diseases of the respiratory tract (see abstract). 

To one of ordinary skill in the art at the time of the invention would have found it 
obvious and motivated to combine the method of Nishibe et al. and providing the 
osmolality agents of claims 1 , 2, 7 and 8 and at the osmolality range of claim 20 
because Saidi et al. teach nebulizer compositions comprising cortiscosterolds that have 
an osmolality agent such as glucose such that the osmolality of the composition is from 
about 280-300 mosmol/kg (see column 7, lines 3-9). Buffers may be used to adjust the 
pH (see column 6, lines 64-66). 

To one of ordinary skill in the art at the time of the invention would have found it 
obvious and motivated to combine the method of Nishibe et al. in view of Saidi et al. and 
providing an organic acid of claim 12 as a pH modifying agent because Saidi et al. and 
Lintz et al. teach that nebulized composition of drugs such as ciclesonide can be 
administered with pH modifiers. Particularly, Lintz et al. teach that organic acids such 
as citric and tartaric acid to adjust the pH (see abstract and paragraphs 18, 19 and 25). 
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To one of ordinary skill in the art at the time of the invention would have found it 
obvious and motivated to combine the method of Nishibe et al. and providing the 
specific suspending agent polysorbate because Lintz et al. teach that nebulized 
composition of drugs such as ciclesonide can be administered with excipients such as 
surfactants to increase the wettability of the active compound or to improve the 
dissemination of the aerosol droplets in the lungs (see paragraph 27). Preferable 
surfactants include Tween 60 (i.e. polysorbate; see paragraph 27, last two lines). 

In regards to claim 16, since Nisibe et al. adds ciclesonide to the non-ionic agent, 
it would be obvious to one skilled in the art to also add ciclesonide to the non-ionic 
agent Saidi et al. to adjust the osmolality. 

2) Claim 5 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Nishibe et al. (US 2006/0166953 A1) in view of Saidi et al. (US 6,241,969 B1) and 
Lintz et al. (US 2004/0247628 Al) as applied to claims 1-4, 7-9 and 11-20, in further 
view of Allen et al. (J Allergy Clin Immunol, Sept 2003, vol. 112, no. 3, pp. s7-s40) 
and ACS Registry (Feb 1995, pg 1). 

The teachings of Nishibe et al., Saidi et al. and Lintz et al. are as taught above 
for claims 1 -4, 7-9 and 1 1 -20. 
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Nischibe et al., Saidi et al. and Lintz et al. do not teach the ciclesonide 
derivatives of claim 5. 

Allen et al. teach that CIC-AP is the active metabolite of ciclesonide in the lungs 
(see figure 1 0). 

ACS Registry identifies CIC-AP as 16a,17-(22R,S)-cyclohexylmethylene-dioxy- 
1 1p,21-dihydroxypregna-1,4-diene-3,20-dione, and as the active metabolite of 
ciclesonide. 

To one of ordinary skill in the art at the time of the invention would have found it 
obvious and motivated to combine the method of Nishibe et al. in view of Saidi et al. and 
providing the ciclesonide derivatives of claim 5 because Allen et al. and the ACS 

registry identify 1 6a, 17-(22R,S)-cyclohexylmethylene-dioxy-1 1(3,21 -dihydroxypregna- 
1 ,4-diene-3,20-dione as the active metabolite of ciclesonide (see page 1, paragraph 6). 

3) Claim 6 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Nishibe et al. (US 2006/0166953 Al) In view of Saidi et al. (US 6,241,969 B1) and 
Lintz et al. (US 2004/0247628 Al) as applied to claims 1-4, 7-9 and 11-20, in further 
view of Sambuco et al. (US 2005/0175546 Al). 
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The teachings of Nishibe et al., Saidi et al. and Lintz et al. are as taught above 
for claims 1 -4, 7-9 and 1 1 -20. 

Nischibe et al., Saidi et al. and Lintz et al. do not teach the particle size of 
ciclesonide as in claim 6. 

Sambuco et al. teach an aqueous suspension of sterile micronized drug particles, 
particularly corticosteroids such as ciclesonide, administered by inhalation, which 
produces homogenous dispersions of particles characterized by optimal size and size 
distribution (see abstract and paragraph 29). The particles are preferably less than 7|um 
(see paragraph 33), which can more easily dissolve in the lung fluids and penetrate into 
the cells in a better way, giving rise to a prolonged activity (see paragraph 39). 

To one of ordinary skill in the art at the time of the invention would have found it 
obvious and motivated to combine the method of Nishibe et al. in view of Saidi et al. and 
providing the particle sizes of claim 6 because Sambuco et al. teach that particle sizes 
less than 7^m (see paragraph 33) can more easily dissolve in the lung fluids and 
penetrate into the cells in a better way, giving rise to a prolonged activity (see paragraph 
39). 
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Response to Arguments 

Applicant's arguments liave been fully considered but they are not persuasive. 

The Applicant's argue that there is no motivation to combine the Nishibe et 
al., Saidi et al. and Lintz et al. references to choose only "non-ionic 
excipients" Particularly, the suspension that is taught by Nishibe et al. is 
not intended for inhalation or nebulization (see paragraph 46). Further, 
the Nishibe et al. reference is faced with the technical problem of providing 
a sterile aqueous ciclesonide suspension that does not suffer from 
clogging and a suspension that is suitable for nebulization, i.e. inhalative 
administration. 

The Examiner disagrees because the motivation to combine the references is to 
make a sterile inhalation formulation of ciclesonide. First, Nishibe et al. provides the 
teaching of a method to sterilize a suspension of ciclesonide. Although the 
compositions of Nishibe et al. are not administered via inhalation or nebulization, Saidi 
et al. provides the motivation to make a nebulizer formulation of ciclesonide. 
Particularly, Saidi et al. teach that composition can be made with cortiscosteroids to be 
deliver through a nebulizer to provide treatment for aliments and diseases of the 
respiratory tract (see abstract). Lintz et al. provides the teaching that nebulized 
compositions of drugs such as ciclesonide can be administered with excipients such as 
surfactants to increase the wettability of the active compound or to improve the 
dissemination of the aerosol droplets in the lungs (see paragraph 27). In regards to the 
technical problem, Nishibe et al. overcomes the problem by providing a uniform 
sterilized suspension (see paragraph 2). Further, Sambuco et al. is used to teach the 
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importance of particle size when administering to the lungs, which is used to reject claim 
6. The use of only non-ionic excipients will be addressed below 



The Saidi et al. and Lintz et al. references does not teach autoclaving, so 
the reference cannot provide any motivation to solve the technical 
problems associated with autoclaving. The Applicant further argues that 
there is no teaching in the Nishibe et a!., Saidi et a!., Lintz et al. and 
Sambuco references to select only non-ionic agents. Saidi et al. show 
very little difference between those solutions containing sodium chloride 
and those without sodium chloride (see example 5). On the other hand 
the Applicants have demonstrated that suspensions containing ionic 
agents rendered large white agglomerates that would not be suitable for 
nebulization (see example 7 in specification). Further, Sambuco et al. 
does not address any of the technical problems associated with 
autoclaving, nor cure the deficiencies of Nishibe et al., Saidi et al. and 
Lintz et al. 

The Examiner respectfully disagrees, and notes that one cannot show 
nonobviousness by attacking references individually where the rejections are based on 
combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 
1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). First, Saidi 
et al. is used to teach that non-ionic and ionic osmotic agents are known to be used in 
the art to adjust the osmolality of a composition from about 280-300 mosmol/kg for 
cortiscosteroid formulations (see column 7, lines 3-9). Second, example 5 does not use 
ciclesonide nor compare it with glucose. Third, one skilled in the art would have the 
ability and skill to test for the best osmotic agent to render the best result for 
nebulization based on the teachings of Nishibe et al., Saidi et al., Lintz et al. and 
Sambuco et al. Selection of a known material based on its suitability for its intended 
use is obvious. Particularly, knowing the technical problem associated with autoclaving. 
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Nishibe et al. provides a uniform suspension of ciclesonide and Saidi et al. provides the 
motivation and materials of providing a formulation such as Nishibe et al. in a nebulized 
form. 



Conclusion 



Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 



No claims allowed. 
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Any inquiry concerning this communication or earlier communications from tine 
examiner should be directed to KENDRA D. CARTER whose telephone number is 
(571)272-9034. The examiner can normally be reached on 9:00 am - 5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571 ) 272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (BBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Kendra D Carter 
Examiner, Art Unit 1627 
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Supervisory Patent Examiner, Art Unit 1 627 



